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AB The present invention concerns methods for the ex vivo formation of 



mammalian bone and subsequent uses of the bone. A critical and 
distinguishing feature of the present invention are defined tissue 
culture conditions and factors resulting in the formation of bone cell 
spheroids. The invention also provides for methods of implanting into 
subjects the ex vivo formed bone. Also described are methods for 
genetically altering the bone cell spheroids to affect bone formation, 
identification of candidate modulators of bone formation, and 
identification of genes involved in bone formation. 
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The present invention is directed to novel 


lipid soluble 
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prodrugs, compositions comprising steroid prodrugs, and uses of the 
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AB Compositions for stabilizing polynucleic acids and increasing the 

ability of polynucleic acids to cross cell membranes and act in the 
interior of a cell. In one aspect, the invention provides a 
polynucleotide complex between a polynucleotide and certain polyether 
block copolymers. The polynucleotide complex can further include a 
polycationic polymer, as well as suitable targeting molecules and 
surfactants. The invention also provides a polynucleotide complex 
between a polynucleotide and a block copolymer comprising a polyether 
block and a polycation block. 
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surfactant in the presence of a gaseous precursor, at a temperature 
below the gel to liquid crystalline phase transition temperature of the 
surfactant to form gas or gaseous precursor filled microsphere, and 
adding to said microspheres a therapeutic compound resulting in a 
targeted therapeutic delivery system, wherein said processing is 
selected from the group consisting of controlled agitation, controlled 
drying, and a combination thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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DRWN 1 Drawing Page(s) 
LN.CNT 5207 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to a solid porous matrix comprising a 
solvent and a surfactant in combination with a bioactive agent. The 
solvent and the surfactant may, if desired, form vesicles, an 
agglomeration of which comprises the matrix. The composition optionally 
comprises a gas or a gaseous precursor. The emulsion may be dried, and 
subsequently reconstituted in an aqueous or organic solution. 

The present invention is also directed to a method of preparing a solid 
porous matrix comprising combining a solvent, a surfactant, and a 
therapeutic to form an emulsion; and processing the emulsion by 
controlled drying, or controlled agitation and controlled drying to form 
a solid porous matrix. The resulting solid porous matrix may also 
comprise a gas or gaseous precursor and be added to a resuspending 
medium. 

A method for the controlled delivery of a targeted therapeutic to a 
region of a patient is another embodiment of the present invention. The 
method comprises administering to the patient a composition having a 
solid porous matrix comprising a solvent, a surfactant, a therapeutic, 
and a gas or gaseous precursor, monitoring the composition using energy 
to determine the presence of the composition in the region; and 
releasing the therapeutic from the composition in the region using 
energy. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Polynucleotide compositions for intramuscular administration 
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DRWN 0 Drawing Figure(s); 0 Drawing Page (s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for intramuscular administration of 

polynucleotides, such as RNA, DNA, or derivatives thereof comprising 
polynucleotides and block copolymers of alkylethers. The invention also 
provides compositions and methods for stabilizing polynucleic acids and 
increasing the ability of polynucleic acids to cross cell membranes and 
act in the interior of a cell. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Polynucleotide compositions 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides compositions for stabilizing polynucleic acids 

and increasing the ability of polynucleic acids to cross cell membranes 
and act in the interior of a cell. In one aspect, the invention provides 
a polynucleotide complex between a polynucleotide and certain polyether 
block copolymers. Preferably, the polynucleotide complex will further 
include a polycationic polymer. The compositions can further include 
suitable targeting molecules and surfactants. In another aspect, the 
invention provides a polynucleotide complex between a polynucleotide and 
a block copolymer comprising a polyether block and a polycation block. 
In yet another aspect, the invention provides polynucleotides 10 that 
. have been covalently modified at their 5' or 3' end to attach a 
polyether polymer segment. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods and compositions that are useful for 

adhering biological and/or synthetic tissues, sealing fluid and/or 
gaseous leaks in biological and/or synthetic tissues, and preparing 
implants useful for delivery of a bioactive molecule such as a drug, for 
bulking applications, or for tissue prostheses. The present invention 
also relates to bio-erodable adhesive or occluding compositions and 
methods of using the same. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L7 ANSWER 9 OF 24 USPATFULL 
AN 2002:22133 USPATFULL 

TI Novel drosophila tumor necrosis factor class molecule { "DmTNF" ) and 

variants thereof 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides novel polynucleotides encoding Drosophila 

DmTNF polypeptides, fragments and homologs thereof. The present 
invention also is directed to novel polynucleotides encoding two 
Drosophila DmTNF variants, DmTNFvl and DmTNFv2 polypeptides, fragments 
and homologs thereof. Also provided are vectors, host cells, antibodies, 
and recombinant and synthetic methods for producing said polypeptides. 
The invention further relates to screening methods for identifying 
agonists and antagonists of the polynucleotides and polypeptides of the 
present invention, in addition to methods of genetically modifying 



Drosophila or cultured cells to express or mis-express DmTNF, DmTNFvl, 
or DmTNFv2. The invention also relates to the use of such modified 
insects or cells to characterize DmTNF activity, identify TNF-like genes 
and/or genes implicated in modulating TNF, characterize TNF signaling 
pathways, and/or to identify modulators of DmTNF activity. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Copolymer networks having at least one cross-linked polyamine 

polymer fragment and at least one nonionic water-soluble polymer 
fragment, and compositions thereof, having at least one suitable 
biological agent . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Novel methods of ultrasound treatment using gas or gaseous 

precursor-filled compositions 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention describes, among other things, the surprising 

discovery that gaseous precursor filled compositions are profoundly more 
effective as acoustically active contrast agents when they are thermally 
preactivated to temperatures at or above the boiling point of the 
instilled gaseous precursor prior to their in vivo administration to a 
patient. Further optimization of contrast enhancement is achieved by 
administering the gaseous precursor filled compositions to a patient as 
an infusion. Enhanced effectiveness is also achieved for ultrasound 
mediated targeting and drug delivery. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Composition for treating benign prostatic hypertrophy 
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DRWN No Drawings 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides a composition and method for treating benign 
prostatic hypertrophy in mammals so as to cause the dissolution and 
regression of hypertrophied prostatic tissue and thereby provide relief 
from the obstructive symptoms associated with the disease. The present 
composition preferably comprises a sterile pyrogen-free solution of the 
hydrolytic enzymes collagenase and hyaluronidase, a nonionic surfactant, 
and an antibiotic; all provided, in a pharmaceutically acceptable, 
buffered, isotonic, aqueous carrier. The present method preferably 
comprises the direct intraprostatic injection of a safe and 
therapeutically effective dose of the composition via the transurethral 
route of administration. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Solid matrix therapeutic compositions 
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CAS * INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to a solid porous matrix comprising a 

surfactant in combination with a bioactive agent. The solid porous 
matrix may be prepared by combining a surfactant and a therapeutic, 
together with a solvent, to form an emulsion containing random 
aggregates of the surfactant and the therapeutic, and processing the 
emulsion by controlled drying, or controlled agitation and controlled 
drying to form the solid porous matrix. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Prolonged release of GM-CSF 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Formulations for controlled, prolonged release of GM-CSF have been 

developed. These are based on solid microparticles formed of the 
combination of biodegradable, synthetic polymers such as poly {lactic 
acid) (PLA) , poly (glycolic acid) (PGA), and copolymers thereof with 
excipients and drug loadings that yield zero order or first order 
release, or multiphasic release over a period of approximately three to 
twenty one days, preferably one week, when administered by injection. In 
the preferred embodiment, the microparticles are microspheres having 
diameters in the range of 10 to 60 microns, formed of a blend of PLGA 
having different molecular weights, most preferably 6,000, 30,000 and 
41,000. Other embodiments have been developed to alter the release 
kinetics or the manner in which the drug is distributed in vivo. For 
example, in some cases a polymer is selected which elicits a mild 
inflammatory reaction, for example, PLGA and polyanhydrides can act as 
chemoattractant, either due to the polymer itself or minor contaminants 
in the polymer, or polymers which are bioadhesive are used for 
transmucosal or oral delivery. In another embodiment, the GM-CSF is 
administered in a hydrogel which can be injected subcutaneous or at a 
specific site for controlled release. The microparticles or hydrogel are 
administered to the patient in an amount effect to stimulate 
proliferation of hematopoietic cells, especially white cells. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



Svensson, Leonard R. 



AB The present invention relates to compositions containing an 

autocross-linked form of hyaluronic acid as a first component 
in a mixture with a second component noncross-linked hyaluronic 
acid, and possibly also in combination with another pharmacologically 
active substance. These compositions can be used in the treatment of 
arthropathies due to their unique viscoelastic properties. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions for stabilizing polynucleic acids and increasing the 

ability of polynucleic acids to cross cell membranes and act in the 
interior of a cell. In one aspect, the invention provides a 
polynucleotide complex between a polynucleotide and certain polyether 
block copolymers. The polynucleotide complex can further include a 
polycationic polymer, as well as suitable targeting molecules and 
surfactants. The invention also provides a polynucleotide complex 
between a polynucleotide and a block copolymer comprising a polyether 
block and a polycation block. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB . Formulations for controlled, prolonged release of GM-CSF have been 
developed. These are based on solid microparticles formed of the 
combination of biodegradable, synthetic polymers such as polydactic 



acid) ( PLA) , poly (glycolic acid) (PGA), and copolymers thereof with 
excipients and drug loadings that yield zero order or first order 
release, or multiphasic release over a period of approximately three to 
twenty one days, preferably one week, when administered by injection. In 
the preferred embodiment, the microparticles are microspheres having 
diameters in the range of 10 to 60 microns, formed of a blend of PLGA 
having different molecular weights, most preferably 6,000, 30,000 and 
41,000. Other embodiments hare been developed to alter the release 
kinetics or the manner in which the drug is distributed in vivo. For 
example, in some cases a polymer is selected which elicits a mild 
inflammatory reaction, for example, PLGA and polyanhydrides can act as 
chemoattractant, either due to the polymer itself or minor contaminants 
in the polymer, or polymers which are bioadhesive are used for 
transmucosal or oral delivery. In another embodiment, the GM-CSF is 
administered in a hydrogel which can be injected subcutaneous or at a 
specific site for controlled release. The microparticles or hydrogel are 
administered to the patient in an amount effect to stimulate 
proliferation of hematopoietic cells, especially white cells. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to novel lipid soluble steroid 

prodrugs compositions comprising steroid prodrugs, and uses of the same. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 




AB 


Therapeutic compositions of microspheres for application to 


wounds 



and/or lesions for accelerating wound healing and muscle regeneration. 



The microspheres are made up of non-biodegradable material having a 



substantial surface charge. The therapeutic composition further includes 
a pharmaceutical ly acceptable carrier in which the microspheres are 
insoluble and a container for holding the composition. The therapeutic 
composition further contains pharmacologic agents or biologies that 
accelerate the wound healing process. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention describes, inter alia, novel prodrugs comprising 

fluorinated amphiphiles, compositions comprising the novel prodrugs, and 
methods of use of the prodrugs and compositions. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Formulations for controlled, prolonged release of GM-CSF have been 

developed. These are based on solid microparticles formed of the 
combination of biodegradable, synthetic polymers such as poly (lactic 
acid) (PLA), poly (glycolic acid) (PGA), and copolymers thereof with 
excipients and drug loadings that yield zero order or first order 
release, or multiphasic release over a period of approximately three to 
twenty one days, preferably one week, when administered by injection. In 
the preferred embodiment, the microparticles are microspheres having 
diameters in the range of 10 to 60 microns, formed of a blend of PLGA 
having different molecular weights, most preferably 6,000, 30,000 and 
41,000. Other embodiments have been developed to alter the release 
kinetics or the manner in which the drug is distributed in vivo. For 



example, in some cases a polymer is selected which elicits a mild 
inflammatory reaction, for example, PLGA and polyanhydrides can act as 
chemoattractant, either due to the polymer itself or minor contaminants 
in the polymer, or polymers which are bioadhesive are used for 
transmucosal or oral delivery. In another embodiment, the GM-CSF is 
administered in a hydrogel which can be injected subcutaneous or at a 
specific site for controlled release. The microparticles or hydrogel are 
administered to the patient in an amount effect to stimulate 
proliferation of hematopoietic cells, especially white cells. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


AB 


Polymers are provided comprising protein polymers comprising blocks of 



repeating units and sequences comprising amino acids, individually or in 
defined sequences, capable of enzyme catalyzed covalent bond formation 
for cross-linking, as exemplified by glutamine and/or lysine reactive 
for FXIII catalyzed isopeptide formation or non-amino acid polymers 
having side chains comprising such amino acids or sequences, which may 
be used for preparation of articles of manufacture, particularly 
cross-linkable compositions. By appropriate choice of the polymer, 
resorbable implantable polymers may be used in internal applications for 
mammals as formed objects or depots. 
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AB Inter and/or intramolecular cross-linked esters of acid 

polysaccharides are disclosed in which a part or all of the 

carboxy groups are esterified with hydroxyl groups of the same 

molecule and/or of different molecules of the acid 

polysaccharide. These inner cross-linked esters of 

polysaccharide acids are useful in the field of biodegradable 

plastic materials, to manufacture sanitary and surgical articles, in the 

cosmetic and pharmaceutical fields, in the food industry and in many 

other industrial fields. 
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AB The invention provides a composition and method for treating benign 

prostatic hypertropy in mammals so as to cause the dissolution and 
regression of hypertrophied prostatic tissue and thereby provide relief 
from the obstructive symptoms associated with the disease. The present 
composition preferably comprises a sterile pyrogen-free solution of the 
hydrolytic enzymes collagenase and hyaluronidase, a nonionic surfactant, 
and an antibiotic; all provided, in a pharmaceutically acceptable, 
buffered, isotonic, aqueous carrier. The present method preferably 
comprises the direct intraprostatic injection of a safe and 
therapeutically effective dose of the composition via the transurethral 
route of administration. 
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AB The present invention provides novel polynucleotides encoding Drosophila 

DmTNF polypeptides, fragments and homologs thereof. The present 
invention also is directed to novel polynucleotides encoding two 
Drosophila DmTNF variants, DmTNFvl and DmTNFv2 polypeptides, fragments 
and homologs thereof. Also provided are vectors, host cells, antibodies., 
and recombinant and synthetic methods for producing said polypeptides. 
The invention further relates to screening methods for identifying 
agonists and antagonists of the polynucleotides and polypeptides of the 
present invention, in addition to methods of genetically modifying 
Drosophila or cultured cells to express or mis-express DmTNF, DmTNFvl, 
or DmTNFv2 . The invention also relates to the use of such modified 
insects or cells to characterize DmTNF activity, identify TNF-like genes 
and/or genes implicated in modulating TNF, characterize TNF signaling 
pathways, and/or to identify modulators of DmTNF activity. 
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AB Inter- and/or intramol. esters of acid polysaccharides contg. 



caxboxy functions (e.g. auto-crosslinked polysaccharides 
), wherein (1) a first portion or all of the carboxy groups are 
esterified with hydroxy groups of the same mol. and/or of different mols. 
of the acid polysaccharide and/or (2) a second portion of the 
carboxy groups are esterified with a mono- or polyvalent ales, 
including various drugs (e.g. alkaloids, anesthetic, analgesic, 
antiinflammatory, antiviral, antibacterial, etc.) and optionally salified 
with an alkali or alk. earth metal, Mg, Al, or an amine including various 
drugs (e.g. alkaloids, peptides, antipsychotics, phenothiazine, 
vasoconstrictors, etc.), are prepd. by treating an acidic 
polysaccharide (e.g., hyaluronic acid, alginic acid, CM-cellulose, 
carboxymethylchitin) with an activating agent (e.g. 
2-chloro-l-methylpyridinium iodide) and subjecting the resulting 
intermediate activated polysaccharide derivs . to heat 
or irradn. These auto-crosslinked polysaccharide acids are 
useful in the field of biodegradable plastic materials to manuf . sanitary 
and surgical articles (e.g. surgical suture thread, film for artificial 
skin, and sponges for the medication of wounds and lesions), for 
pharmaceutical vehicles for controlled-release of drugs (capsules for the 
s.c. implantation of medicaments or microcapsules for s.c, i.m., or i.v. 
injection), etc. 
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